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Abstract of JP 2003226680 (A) 

PROBLEM TO BE SOLVED: To provide a method 
for selectively inducing the terminal differentiation of 
tumor cells and thereby inhibiting the propagation of 
the cells, and a method for treating a patient having 
the tumor cells in the propagation. ; SOLUTION: 
This compound is expressed by formula (1) 
[wherein, R<SB>1</SB>, R<SB>2</SB>are each 
independently cycloalkylamino, pyridineamino, 
piperidino, 9-purine-6- amine or thiazoleamino when 
the R<SB>1</SB>, R<SB>2</SB>are same; and 
R<SB>K/SB>=R<SB>3</SB>-N-R<SB>4</SB>, 
each of R<SB>3</SB>, R<SB>4</SB>are H, 
hydroxyl, an alkyl, an alkenyl, a cycloalkyl, an aryl, 
an alkyloxy, an aryloxy, an arylalkyloxy or pyridine, 
or R<SB>3</SB>and R<SB>4<"""- ' 
each other to form a piperidine, 
R<SB>2</SB>is hydroxylamino, hydroxyl, 
alkylamino, or an alkyoxy, when the R<SB>1</SB>, 



R, 0 
. . . . \ // 

R<SB>3</SB>and R<SB>4</SB>are bonded Q ~~ £ Q U I V . f"* 

ch other to form a piperidine, and I s "" »«/f) 

=SB>2</SB>is hydroxylamino, hydroxyl, amino, an // \ 
alkylamino, or an alkyoxy, when the R<SB>1</SB>, *_ 
R<SB>2</SB>are different; and (n) is 4-8 integer]. ; LI p-f» 
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fr-^y^/kfrn, r^'M M'v/k t-7*fvk 7x 
-/k tf/klWfS'/k hKndf^;k y b^fA ^y>* 

D^A 7x^;kT$y*df A 7x^/Mb*A 7 

x^7$y;fr;Mfcyk y^io>?/ktf:i/k 

75 7 #/ki<-/I/ , AX f-/P7 § / s ^ ^ 7 s y # 

;l^-/k *fcj±t Ku^f ^;U75 y^^n^t-a 

[oo46] ±E^ti<7)fflcD#s ummiz&^x 

tt, R 4 R 3 ^V^DA.df^;^; r 4 

^^JR^ORj #*71-dfxS;R 3 £J;tfR 4 

*Hlfc»aLTK^y5>yas*jjww* ; R 4 #** 
KF*»oR, #fc Hndf ; R 4 3&t^RJK^>oR 



3 *Ky^odf 3<S ; R 4 tfjmM.TfroRt ffd- M 
VWm; R 4 jjfcfeJMRPs&oR, *SvS- t°>J A«; 
R 4 A^cKMTAoRs^a- b°'Ji»S; R 3 isj;tf 
R 4 iWtfcXf-**: *fc»4R« # J yf-/«^R 3 # 

[0047] immttt^immmui^k^ h 

SMW*. 
[0048] 
[ftl7] 



\ 



R{iaMtt<(±iEa^o7U-^7S7, y 
^D7;pdf^7S7. fUi>>7S7 N t^UAA 9- 
r>jy-6- 75y, ttdti-^V-jVT^/mx'h^ ; 

[0049] JJBft^ttOff* LV««fcB^T, Rtt 

x-^7Sy»i, i/77, yf-;U^77, ^hn, i] 

h Yu^isiVTSJiHVX-jV, N-t Kpdf^;l/7S7 

;k Xh^fk 2,3-^'7;^D, 2,3-> > 7;^n v 2,4- 
ityiVtu, 2,5-^'7/^a, 2,6-> > 7;l'4-o s 3,5-i^" 
7/M-n, 2.6-v ! 7;^o s 2,3,6-hU7;^n s 1,2, 
3-hU7;^n N 3,4,5-hU7;^D N 2,3,4,5-fh5 
7;^n, ^^(42,3, 4, 5, ? 7;M-n*T"»£ 

[0050] JJB^»<0fl!!<0J!l«ttJV^TW, R(4>- 

?nM^7$y»T*&£. 
[ 0 0 5 1 ] «, TiSflfit*^t*«ffe^iNi 

[0052] 
Hfcis] 

\— (CH2) m — C— N-C— (CH 2 ) n — 
X ^ V 

;k 7S7i,t<{4tKndfv;i,757«, MMtL< 
ii*B^c07^ d rn^A 7^/1^7$ 7, i^HVP 
7S7, 7U-;l^7S7, 7;P^;l/7'J-;P7S7, 7 
^ndf^7S7, 7U-Ddfv-7S7, T)V*tt*is 
7)1*>V7 SS.tMiT V -u*isT!V*)V7 § 7« 
T'*0 ; R(i7j<«JI^, hFndf^;« s ami.L<{4 
il»<07;^;P, 7U-;k 7;^d^k *fe{±7 
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[0053] ±ie<ft-£*off * U*«ci$vvai. 



C~-{CH a ) m — C-N-(CH 2 ) n — N-C— (CH2) 0 — C 



[0054] Wtfflts Tia«it^*ti.ft^ft 

[0055] 
[-ft 1 9 ] 

O o 
II 



/k 7$y£,L<{4bKndf Ak7$y«, «WL< 

7$y s TU-;i/Tsy, 7;k*;i/7y-/i/7$y, r 

T)V*)VT 5 A * fcliT D -o* AT;Hvl-7 5 7 S 
"C* 4 *», t> L < 145V * (cH% ~>T£ 0 , **o*StK 
7'J-;k 7;k*fn*A *fcttT'J-p*5/*r* 



I 

R 2 1 

[0056] m&&mmt u*«=*»vYai. x 

fcitA^^tebKn^APST*^ **oR, fcj: 
1>'R 2 «#*tt*f-/W6T*«. ftfcff* I, nfc 
J; tfo 6T-*D, mfi 2?&*. 

[0057] *^HJ!4. TfiBflljiSr*t ift^tt 

[0058] 
[ft2 0] 



C-(CH 2 ) m — N- 



/k 7$ytt<!4bFndf>-;lxrsy«. MMi>l< 
f4*KSi<07;^ndf A 7;pdf;l/7SA. i?Tl\,*rtV 
7S7, 7<J-/kTSA 7/i^/kr>j-/i/7$y s 7 
;^n=¥A7*$A 7U-ndfA7*SA 7/k*fP^ 
7;k*;k7 S / . *fc!47 U ~u*isT)V*)VT 5 y^ 



"(CH 2 ) n - 



7'J-/k 7/I^p* A &tcteTV-n* >>mX"& 
K> ;MtffcmtsJ:tfn<3#«HU Slit, SUtelWC 

[0059] *»^{4*fc, T^flBSS^rrs-ft^ftS- 

[0060] 
[ft 2 1 ] 



C-(CH a )„ 



-C— N- 



H 



:-N-C— (CH 2 ) n — c' 



/k 7Syi,L<{4hHndfAkrsyS N WftfcL< 
{4*SB^c07/^ndf A 7/k*/kT$y, vT/l^;l/ 

7$y, 7U-;kT$/ N 7;P^7i;-/krsy N 7 

/MfndfA7$y s 7'J-pdf A7*$A 7)V*u**/ 
T)\*)VT 5 / , SfcttT U -ndf AT;^;kT S y* 

mx%&$\ hi<i,mwzm%ix&L 



C— (CHa) m — C— N- 



\ 

;k 7Sy|)L<!4bKn^AkTSy», Mist L< 
i4*M^07;^n^A 7/Mf;k7*$y > Vrfr^V 
7$y. 7U-;k7$y, 7;^kry-;i-75y, 7 



[0061] ±IB^«?S LV«aifc4JV^Ttt. X 
*?J:VY<o*«{4t Kndf A«f*0, A^mfciV 

[ 0 0 6 2 ] *«^4. TiBflBtt^rf Sft^ft 

[0063] 
[^2 2] 



-N— C— (CH 2 )„ — C s 
& Y 

;^n=afA7Sy N 7U~ndfArsy s 7/Mfn*^ 
7)V*iV7 $y . *fc»4TU-n4f i/TA^^TSyaS 
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[ 0 0 6 4 ] Tfa»S£*-tl>€'& 

[0065] 
[€23] 

0 fa CH 3 0 

^C-C-CCHj)— C-C 
X Y 

/h 7$ykl<i4bFn^v"/l/7 > $yS. b$&l< 
{i*a^oT;^odfv x T^^rsy, V7)V^)V 
7$y, ru-n^rsy, T^^ru-^rsy, 7 

7/1^7 s y , 4 fcfctr u -n* >"7;t<* ;P7 5 y £ 

[0066] JJBfl&ftgjjffg U*»fc*JWCtt, X 

[ 0 0 6 7 ] 4fc s TKfS££#1-£€£l) 

[0068] 
t€2 4] 

?' 

C-(CH2) m — C-(CH2) n — 
X R 2 Y 

--T\ XfcJ:tfYtf)#«{4, «4fc, SV^fcWTT* 

75/, 7U-;l/7Sy. 7)V*)V7V-)V7§.;, 7 
/^Spo^TSA 7U-ndf^7Sy, 7/l^n^x 
7/1^/1/7*5 y, tfdZ7V-n*z/7/V*/V7$/m 
X'fo*) ; R,feJ;t>"R 2 eo#*{4, Jfcfct. SVifcHV 

^ h Hn^/« s jBftfcKJiSUBftcor/WfA', 
7U-/K 7;^ndf>- s 7U-ndf>- > jfryWteA't 

*5i^n«#«tt s ait. sv^wrcft«*», t,L 

[0069] JblS-fk^coSf * UflWteBWCJi, X 
fe±t/'Yco#^iit Hn^^rsy*, r, li^cf-^ 
R 2 <i**fl[^ s Mt^fcmfeJ:tXn<0#*(i 2T'& 
fto»4 UtfWfcfeWCtt, X&J;tA"YcD&*f4 
hKndf^TSya, RJitf/l^'^t h'n^/P 
7S./m. R 2 i^K^il^, W{CmfcJ;t/nO#>cr{i 



0#-*tthHn^^TSy*, Ri *3«fct/R 2 }47/W 

[0070] *m\&tt:. Twm^thit^m 

[0071] 
[€2 5] 

KM. 

•rc:T\ r, fiitJfR 2 ait. svifzm 

i>L<{4i:W;:ff : 5:->T£»X **otHnap 
S'/k 7/Mrndfi>\ 7$y, b Fn^/WSy, 7 
/Wf/ITSA ^*7/l<"WSy. rU-A'TSA 7 
;^;W7U-^7Sy. 7)V*u*i/7$J, 7U-n 
^>-7$y. 7/i^n^>- 7/1^/1-7$ y, gjfc{47l) 
-a^7/Mf/l/7S y*?*5 . 

[0 07 2] #£L<tt. R, \$yx-)V7$.mX'h 
9. 4^R, Jib Hndf 5^71/75 y*Tft&. 

[ 0 0 7 3 3 tits *W»i, TfBBB&T^SiiS-fl: 

[0074] 
[€2 6] 

F»i ■ _ 0 

^C-CH=CH — ^^_CH=CH — 

Ri tiWRi Sfctt, SV^Sbf 

X'hht\ t l^iiS^fcg&^Tfc 1 ?, *>obHndf 
>-/k 7;pdfpdf>- s 7$y s bKn^^ursy, 7 

;kdr/k7S/, ^7/1^/^7$ y, 7U-^7S/, 7 

/Hvi/ru-zi/rsy. 7;^d^^7S/, 7U-o 
dfi^7Sy, 7;^ndf^7;^^7S/, Sfcliru 
-ndf i/7iv*>V7 s y atca § . 

[0075]#4L<M\ Ri {i7x^7Sy«T'fc 
•5. **oR, «±bKn=3f^;W75/«T'*l> 0 

[0076] *J6^{±4fc s TfEflfitt^rtfift^ftS' 

[0077] 
[€2 7] 

Hi 0 

/-0~ ch==ch ~ c \ 

0 R 2 

Ri SiXfRt 0#*{4. 34ifc, £V^(cR« 

i^/l/s 7;Pdfodf>- s TS/, b Kndf^/l/TS A 7 
;P^75/, ^'7;u^7Sy, 7U-;l-7Sy, 7 
;^;i/7>J-;P75y, 7;^o^v-75y s 7U-n 
=¥^75 y, 7;i/dfn^>-7;^^7Sy, *^{47'J 
~u^7)^)V7^ jmx%h . 
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[ 0 0 7 8 ] iT£ UflWHCtJWCtt, Rj *jfettR, 
[ 0 0 7 9 ] 4fc, *SKH{4, B«*»«:5Mfc£ 

[ooso] zcomm. mmm^tx. 

=5r< k hmm. m L<tt» 4 -SBfiLBiRLTfT 
[0081] i<?D*Sli, -f y • t'#i:?t{4-f y • t't- 
DfffS: a *£fctt* *»4SHJM±ia-ft£iJfc &fc-f 
fc*M3#5fl:£*<oaiiS4, ^ l/*M&^Ltt25m 

[0082] i^*?6<4*fc, mmzmmmmmiT 
mixzti^mM&immizttixw&ki. m 

^xmtlteffl&fflM&. «fl«f*ttTfc*J^T. 

[00 83] iofitiuwtini, t)v*mwl mm, 

%k X^ymtiUkm, 3JH:f-y, vinca r/loftp 

S'lR*, S b -r y , - b P V Jj?Sti U < Mtf s 

F<94 3&£<cDft^«^jmoT* 

#*L<i4, zff#mmt. wi>h 

■f-ytfctt vincaT/l^n-f YX'fo*) , «ffclf4Kl4 

f>7'7Xf-yfcj;t>"b'>^ LUf-y-c&l.. ftHftfti 
tft'y?yzi-yx%mmt,zts\ l \x\£, MBtt, #a 

S6^a(4, MB»^9Sr< fc t> 3 - SHwJffllSBEffliJS 
ttS-fr S £ fc fcJ; Off* 3 £ fc I. . ft &*ifc«BB 

[0084] «f±«o«K4 ->T 

[0085] *5MfctiHfett, HS^-fl, t hjfcfa 
ifi*frill«!rt-*. LfrLfcjFfc, Cl^ffi^fficoif?L»j 

mzm&mwmizmtxhz ? z t ttraia^ 



iB£3ii4*S>»9>.&;5r>\ Witf, I>#y, «ttUyA° 
3t$xn--v. Mfc*:?/-^ fftf/i^y-v, ?W 

y& L<i4WMfflw^y-v*fi#t* ^ t mm 

msnrnzm ozk &x* & . iit%±rci4 , mm* 
tfW)Th izt tfmmstix ^ s . jj E-ft^ft^s* 

li, »1£?IALT. mim^Kkb 30, Jff*L< 

i>mi\mmz&uxn. zco®.^ ^<ti>io 
BmmftixfiKbti. ipo&« iza^x^K t uo 
Rm%LLxm-mbii&4y?-rti\,x'W&%ti 
h. mm, 5 - io Bmb^oimmfrbm - 35 
BffliX'Wj y?-*)vx\ ^(niotnA *s*—ww> 
^\za\\x^tn< k blOBffimiX&Zt&Zktf 

x-t*&. ®&-4y?->i)i>im\&, mk*Mmn*47 
\z^xwfafhxhh , i . mm. Mmm. vvb 
^mmmmmmmmB.mzt5^xii. ,%%m 
vkmMxmmmfixfom *) izts^xmrnw* 

[0086] *#(C»*3ftftJJ^a*0>«i. B# 
tfi^TSttSilSgitT** 13 i,'J?%\\ iff 

i4 , m(om#<wk£m&& m^wm^t i>om 

±fct^fickOt^v\ #*L<li, jfi#jJiK(C<0± 
IBifc^fllOiftKtt. 1.0mMtaS#Srfi6. ^ 5gm 
/m* /B=3rV^LI530gm/m2 /0 S #4t<{4*%0 

fott3?t%>X'fo?>o . 

[0087] ±te3W3ft*fcaWcjpAT, £«7)fMB 
{4. ^Oia^t^co^a^it/r^-D^iT)^ 

* n^{4±IBft^fc fc ^WWiffiJtSHRtt & *t-S dHF 
Xh D . T^o^4«®W'3:aiHtti:J4*sRIfllfcSI«W 

[0088] zcomiitt:. mmz, m&mm 
izn ixmtt&iamm&am&st* i.m^ 
x, wmm<nrnfflk&mtfim%i. 
*) ztibnmrnzfmtz ^zws^m^m^-ftu}^ 
^ t lt t, 4 

[0089] £c7)fitM^ij{4, mm, 

ffl. t^=tymm.mW, n/l^tf-y, vinca T)V*U 

5 h-f-y. -hny«SfeL<{4-f S^V- 
;^;P*'df -f S HcoJ: 5 OflsWBSWo 1 or* 
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i-yttdt vincaT/k$n-f FX'*,*). Wfc#tL<{± 

my?v**vx°b%>mmzi$^x\&. mm® 5mg 
/mi^im^'y^vx^y^mxmmz-tmm 

OtVlWkKhi, 3 - 5HIBHf**«h.«. JJBWWi 
[0090] **^{44jt, aSSO^WtSSL^Sffl 

mnmm^uo : Jx.y^^7H, tax/imi. 

o&i^M0W(cii&*- «. tats o , ao&s 
[0091] *^hj(4, fiiJBwwta^*)^ 

[0092] 4^£OT0&ftaBMwgtTB^ 

i-2>i>cobmi%ti& J <%X'l l i%\ l \ 
[ 0 0 9 3 ] JEE 

[ft2 8] 



NHOH 

PhCH 2 ONHOC (CH 2 ) 6 COOCH s ^« 
■fe^'J yWrtS Xf-lVX-XT-iV (1.9g ; O.Olmol ) s Jg 
ik**ffX34)l> (1.75mL ; 2.54g ; 0.02mol ) SW.lnL 
CODUFcr,<y^y (200mL) M^lK'-«fL 

/PA (if$20mL) fc?§fi?U o-^yv'/Ph Hndf v/P7 
S y (2.46g ; 0.02mol ) Mf^V i?y (1.6mL ; 1.68g ; 
0.02mol) O^nojjVPA (lOOraL) jgfflEfca^Lfe. S 

(50mL) , W&SSt, Rimm (2X50mL) T"SfrtL 

-hUc, fflft^l^^^-y (««7100bL) 
■J-fcU F»Ui. PhCH 2 ONHOC (CH z ) e C00CH 3 WlR${i 
2.61 g (89%) T»*>fc. 

[0094] 

U129\ 



±B^<vym^y<y , J)v^-^7S. y^j^jv 

xxx/P (Ig ; 3.4mol) *mk*$ J-)V (50ni) fcit 
«U 5%Pd-C (50mg) &jQjlfc. M^M^Ss 
£E (ISeOpsI) TfctJV^tffliTHMHILfc. HK» 

(KaiM.) -cx9UHkU -muz. XKV 
yffi^y^f-zpxxT/^y t Fn^-y-syi&oiKspte 

900mg (95%) -Cife-ojfe. 

[ 0 0 9 5 ] ! H NMR (DMS0-D Ss 200MHz) , S(ppm)10.3 
1 (s, NHOH, 1H) ; 8.89 (S, ftt-Y , NHOH, 1H) ; 
3.57 (s, CH 3 , 3H) ; 2.27 (t, J=7.4Hz, CH 2 C00CH 3 , 2 
H) ; 1. 91 (t, J=7.4Hz, CH 2 C0NH0H, 2H) ; 1.49 (■, 
4H) , 1.24 (ra, 4H) . 

[0096] 

[^3 0] 

\ //° 
C— (CH,) 6 — C 
HOHN N 0H 

/Klg ; 3.4nol ) Rtfmfctt V (210mg ; 3.75mm 
ol ) S-lOraLOy ^y-/P-7j< (4:1) S^ftt«f»L 

imu^ efewaaafc&rau seat, n#xf- 

tf^S'TS KWJDWi. 820mg (86%) X'hitz. ZV> 
>&m*Xi> J~)V (50mL) dzmmi. 5%Pd-C (50ra 
g) ZMltz. RJffiS&ttS** (50 P si) TT'-^jlS 

fc. ^'jyStyhHndfifSyieoiR^tt, 5 20rag 
(81%) Tfcofc. 

[ 0 0 9 7 ] >H NMR (DMSD-D 6 , 200MHz) , $ ( PP m)11.9 
6 (s, 7'O-K, COOH, 1H) ; 10.31 (s, NHOH, 1H) ; 
8.63 (s, 7"D-K, NHOH, 1H) ; 2.17 (s, J=7.4Hz, C 
H 2 C00H, 2H) ; 1.91 (s, CH 2 C0NH0H, 2H) ; 1.46 (m, 4 
H) ; 1.22 (m, 4H) . 

[0098] Tmmm^-t&^m 

[ft3 1] 

R x — N-C-CCH^-C^ 
R 2 



y C— (CHj) s — C N 



NHOH 



(o-^x'/Uh Fndf S/;P7 S V (2.46g ; 0.02mo 
i) s mM-fhr^y (o.02moi) ay'Itx^n^w 

tfu^> (5oomd jwi*aaiT^aaBf tfc. tmit» 

-**J-)V (4:1) feaw Lfc. »4,tut»aE^* 
(2X100mL) 10%« (3xl00raL) . S0H£* (2X1 
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OOmL) Ximitz. »l£*7j<m^'*i^AT1£ 

«u w-hu. ®tiMnmzx?;->v do 

EE (^50psi ) fHSiLft. IWt«UcJ:oT 

[0099] 
[€3 2] 

% . / 
C-fCH^— 

HOHN NHOCH 3 

JDWl.lg (26%) 

'H NMR (DMSD-D 6 , 200MHz) , <?(ppm) 10.93 (s, NHOC 
H 3 , 1H) ; 10.32 (s, NHOH, 1H) ;8.66(s, NHOH, 1 
H) ; 3.55 (s, CH 3 , 3H) ; 1.91 (t, J=7.6Hz, CH 2 C0 
4H) ; 1.45 (b, 4H) ; 1.20 (a. 4H) . 

[0 100] 

[€3 3] 

HOHN— C— (CHjJg-C— NH— ^ ~- 7 

JR*1.2g (21%) 

»H NMR (DMS0-D 6> 200MHz) , *( PP b) 10.31 (s, NHOH, 
1H) ; 8.60 (s, 7n-F, NHOH, 1H) ; 7.57 (d, J=7. 
6Hz, MKflHii, 1H) ; 3.40 (m, CH-NH, 1H) ; 1.99 

(t, J=7Hz, CH 2 C0NHC 6 H n , 2H) ; 1.91 (t, J=7.6Hz, 
CH 2 C0NH0H, 2H) ; 1.63 (m, 4H) ; 1.44 (m, 4H) ; 1.2 
0 (m, 4H) . 

[0101] 

[€3 4] 



N(CH 3 ) 2 



C— (CH^- 

HOHN 
IR^870rag (20%) 
>H NMR (DMS0-D 6 , 200MHz) , * (pi*) 10.31 (s, NHOH, 
1H) ; 8.67 (s, 7*n-F, NHOH, 1H) ; 2.85 (d, J=30 
Hz, N(CH 3 ) 2 , 6H) ; 2.24 (t, J=7.4Hz, CH 2 C0N(CH 3 ), 
2H) ; 1.91 (t, J=7.4Hz, CH 2 C00NH0H, 2H) ; 1.50 

(m, 4H) ; 1.20 (ra, 4H) . 

[0 102] 

[€3 5] 

\ P 



)K»1.4g (27%) 

>H NMR (DMS0-D 6 , 200MHz) , <? ( P pm)10.31 (s, NHOH, 
1H) ;8.67(s, NHOH, 1H) ;3.40(2t, CH 2 N, 4H) ; 
2.20 (t, J=7.4Hz, CH 2 C0N(CH 2 ) 6 , 2H) ; 1.91 (t, J= 
7.4Hz, CH 2 C0N0H, 2H) ; 1.10-1.60 (m, 7'n-F, 14 



[0103] TMMM&StMMl 

[€3 6] 

\ p 

C-(CH 2 ) 6 -C 
HOHN NHOCH z C 6 H 5 
o-O&VtYuZti/jVTSy (1.23g;0.01mol) s 0 
- ( YVX J h)Vi'V)i>) hh'n^v-^TSy (l.lg ; 0. 
Olnol ) , fU ! Jy (1.6mL ; 1.7g ; 0.02mol ) Rtf&t 
XKujlV (l.SraL ; 2.11g ; O.Olmol) (nfutrfclVA 

(5oomL) ffiRkmax-wmLt:. summ*. 

*9J-)V (lOOraL) XWll, lOJtfBS (3X100mL) 

xm& Lfc . ^mm^mm-^y^^ju t« t , 

XA'tfp- h U; 0 ISftc^Mffix^-r h 5 1 
K P 7 7 >" (4 : 1) T-^l)^^>^7A^D-?h"/57 

"f-fcjWfc:. )R$i±500iiig (17%) X'bitz. 
[ 0 1 0 4 ] >H NMR (DMS0-D 6 , 200MHz) , 8 (ppm)ll.O 

9 (s, NHOC^CgHg, 1H) ; 10.31 (s, NHOH, 1H) ; 8.67 
(s, 7*0— K, NHOH, 1H) ;7.36(s, C 6 H 5 , 5H) ; 4. 

76 (s, CH 2 C 6 H 5 , 2H) ; 1.92 (t, J=7.4Hz, CH 2 C0-, 4 

H) ; 1.45 (b. 4H) ; 1.20 (m, 4H) . 

[ 0 1 0 5 ] Tmm&sthmm 

[€3 7] 

o 

As— (CH^CN 

HOHN 

*!?€# U >7A (2.24g ; 0.04raol ) RVo-<yis)Ut 
H odf i/)VT S yigSJgC530mLT h 5 1 F P 7 7 y-7j< 
(1:1) ^l^Mfc^€6-7"o^^-9-y^;> (3.1 
mL;4.27g:0.02mol) fcjni.fc. KJCfttfHKKglTl 

uu-fclVJ* (200mL) ( lOOraL ) <0P B T?7>iELft„ ? 
PP*;kAl£l0%&K (3x50mL) (2X50mL) 

-7u^*VJ4iV7§><Wmi* 4.7g (78%) 
X'h-otz. ti-<y>?fott is -6-7X3*^1)- J jfr 
TSy (4.5g ; 15nol ) RVis7yft.i-}>\) (7.35 
g ; 0. 15raol ) OiSJf-Jl'AjUt^i'F (250mL) fflfffi^l 
30°CT-SSD»L^. il»x/^I/-fL, H*OS 
Sf£?PP*/k&. (300mL) fc* (300mL) cOPbIT'^EL 
ft. ?nni|vWJ!£# (5xi00ni) Tafe»U i§*« 

OSiS&B&xf-A'- f - h ? t K a 7 7 > ( 4 : 1 ) 
itiffifc LT^U^^';l/^9A^nvh^77-f-fcJ;-? 
TSHSLfc. N-^y^7kt^-6-^7/M i -9v--f 

;|/T5 FOWNl. 1.62g (43%) T*ofc. 
ftSr**7-;P (50mL) fcjfflHU 5%Pd-C (lOOmg) 
£Jltf.fc. *fe»S«£7j<*JE (I650psi ) TT-ffi 



(&2))03-226680 (P2 0 0 3-@#80 



int. mmzpmzk-oxmn. pm*^^ 

— ffcU iFilLfc. N-bHndf ~> -6- i*-7 
■4;l/T$ 900mg (£!§<7)iK*30%) "C$> 

[0 1 0 6] iH NMR (DMS0-D 6 , 200MHz) , S( PP m)10.3 
2 (s, NHOH, 1H) ; 8.65 (s, NHOH, 1H) ; 2.45 (t, J= 
7Hz, CH 2 CN, 2H) ; 1.93 (t, J=7Hz, CH 2 CDNH0H, 2 
H) ; 1.49 (a, 4H) ; 1.33 (a, 2H) . 

[0107] TIEwaBtfe frfr&Jtea 

[€3 8] 



R-C— (CHj) n -C s 



ZH^'^nUH (diacid dichloride) (O.Olmol) £ N 
*g€# «J ^ A ( 1. 12g ; 0. 02mol ) RWM~t I 
(O.Olmol) <7)30mL-rh5hFD7 5>--7j< (1:1) CO 
WB£ffl& (O'C) |C*ifc. SOE«^ft*^fflTftlKS 

rt^A (300ni) Rtf* (300mL) <DHT#ffiL7t. »o 

S-MN&Khh. G®M*10%7mfc#VVJ* (3 

x30mD -c86»LJt. nm&nmmizio%mrm 

(4 : 1 ) fc i & i/ U 5 A? 07 b ^5 7 -f -T" 
WKLfc. IK^{S20-37%T"S)S. 
[0108] 
[€3 9] 

^y~~ NH-C-CCH^-C^ 

>H NMR (DMS0-D 6 , 200MHz) , S (ppm) 11. 97 (s, CODH, 
IH) ; 9.84 (s, NH, IH) ; 7.57 (d. J=7.4Hz, *lVb 
Jr^yuby, 2H) ; 7.26 (t, J=8.4Hz, *3>3r^Wi 
7°nhy, 2H) ; 6.99 (t, J=7.4Hz, ^STSfcrn h- 
IH) ; 2.27 (t, J=7Hz, CH 2 C0NHPh, 2H) ; 2.18 

(t, J=7.2Hz, 2H) ; 1.52 (m, 4H) ; 1.28 (m, 4H) . 

[0109] 

[€4 0 ] 



? 



NH— C— (CHj) 6 -C N 

OH 

»H NMR (DMSD-D 6 , 200MHz) , S ( PP m)11.95 (s, COOH, 
IH) ; 10.20 (s, NH, IH) ; 8.10 (s, f#i7'Df 
y, IH) ; 7.75(1, ftl/Dhy, IH) ; 7.45 (m, 
MlTohy, 2H) ; 2.28 (t, J=7.4Hz, CH 2 C0NHA 
r, 2H) ; 2.21 (t, J=7.2Hz, CH 2 C00H, 2H) ; 1.46 



(m, 4H) ; 1.20 (m, 4H) . 
[0 110] 
[€4 1 ] 



NC- 



-NH— C— (CHJg-C^ 



>H NMR (DMS0-D 6 , 200MHz) , S (ppm) 11. 95 (s, COOH, 
IH) ; 10.29 (s, NH, IH) ; 7.75 (s, ^#ft7°D h 
y, 4H) ; 2.33 (t, J=7.2Hz, CH 2 C0NHAr, 2H) ; 2.18 

(t, J=7.4Hz, CH 2 C00H, 2H) ; 1.53 (in, 4H) ; 1.27 

(m, 4H) . 

[0111] 

[€4 2 ] 



-NH- 



X-(CH^-<{ 



l H NMR (DMS0-D 6 , 200MHz) , S (ppm)11.98 (s, 7'n- 
K. COOH, IH) ; 10.48 (s, NH, IH) ; 8.21 (d, J=9.2 
Hz, ^mruhy, 2H) ; 7.82 (d, J=9.2Hz, 
ruby, 2H) ; 2.36 (t, J=7.4Hz, CH 2 C0NHAr, 2 
H) ; 2.18 (t, J=7.2Hz, CH 2 CO0H, 2H) ; 1.55 (m, 4 
H) ; 1.29 (m, 4H) . 
[0112] 
[€4 3] 



-NH— C— (CHj) s -C^ 



'H NMR (DMS0-D 6 , 200MHz) , d (ppm) 12. 00 (s, 7"D- 
H, COOH, IH) ; 10.24 (s, NH, IH) ; 8.38 (d, J=5.8 

Hz, mmmhy. ao ; 7.55 (d, j=5.8h z , 

ruby, 2H) r 2.33 (t, J=7.2Hz, CH 2 C0NHAr, 2 
H) ; 2.18 (t, 7.2Hz, CH 2 C00H, 2H) ; 1.52 (m, 4 
H) ; 1.27 (m, 4H) . 

[0113] 

[€4 4] 

^^NH-C-CCH^-C^ 

OH 

»H NMR (DMS0-D 6 , 200MHz) , S (ppm) 11.95 (s, COOH, 
IH) ;7.58(d, J=8Hz) ;3.50(m, CH, IH) ; 2.17 
(t, J=7.2Hz, CH 2 C00H, 2H) ; 2.00 (t, J=7Hz, CH 2 C0 
NH", 2H) ; 1.60 (m, 4H) ; 1.46 (m, 6H) ; 1.20 (m, 
8H) . 

[0114] mnwumx', ar^t^mmi. m 

[0 115] 
[€4 5 3 



(ft 3) )03-226680 (P20 0 3- K%8 0 



fit, n=4, 5, 6, 7, m&X'h*) ; Mi**; 2-. 3 
-, AM-i-TV ;2-, 3-, fttf4--hn ;2-, 3 
-, ;2-, 3-. RX/4-hVyjV 

^•n^f-;P;2-, 3-, av'4-7;^at'J>§„ 

[0 116] 
[^4 6] 

fit, n=4, 5, 6, 7, &t/"8T*l, 0 
[0 117] 
[ft4 7] 

fit, n=4, 5, 6, 7. ftl^TftS. 
[0118] 
[€4 8] 

0 OH 

fit, n=4, 5, 6, 7, m&?$>h. 
[0119] 
[ft4 9] 



O \l 

fits n=4, 5, 6, 7, RWX'foh. 
[0 120] 
[ft5 0] 



C-CCH^-C 



fit, n=4, 5, 6, 7, RWX'$)&. 
[0121] 

\=/ /C-(CHj) 6 -d 

O OH 

fit, RJ42-, 3-, &tf4-#;Mfx;i,;2-, 3- 



lA-7S/#;M<x/l, ; 2-, 3-, &#4-.XfvP75 

/#;i/**x;P;2-, 3-, 4->>'^f-;krsy^^^ 

;U;2~, 3-, aW-?nn;2-, 3-, ai/4-/n 
* : 2-, 3-, aW-3-f« ; 2-, 3-, SM-^f 
;W ; 2-, 3-, &tf4-.X h=Jf *s ; 2-, 3-, &tf4-t 
Yu*is ; 2-, 3-, at/4-T5 7 ; 2-, 3-, Rtf4 

[0122] T&<Wm&tthft&k 
Ut5 2] 



HO 



,C— (CH^- C— N-c — (CH^- 



OH 



OH 



fit, n=4, 5, 6, MflX'ht. 
[0123] --Mff) fr&A 

o-Ky^'/H: Fn^;l/7$ yiglgii (3.2g ; 0.02rao 
1) mttm%-WV7uV F (0.04mol) Oh°U^> 

(5oomD mm&tmx&ummiiz. * (mi) z 

comt*. Thyh J~)VX' ! ^)iJ^f 

m***/-)l> (lOOmL) fcSttfU 5%Pd-C (100m 
g) fcjnifc. KiSSffliK£**£E (^50 P si) TT"-S 

9J-)V (5X50raL) Tifc&tfc. ^/-/Mi^ifTS 

T-^y-fbt, riitJt. (KTO0~20%T'&ort:. 
[0 124] -fltaftfrffiB 

o-\yy';H Kn=3fi/^TSy (2.46g ; 0.02mol ) $. 

O'J F (0.04iol) ^h"U^> (500nl) WSJkW^X'— 

^n*M (300mL) fciBHU 5%im (2x50m 
D , \07m.iYAWJ± OxiOOmL) (2X100ra 

D x-mmttz. ^wM^mm^^^-^Ax-mm 
t, xa'^i^-fu^ mmimmm^ivx^^ 

<y&\'&.im*x?;-fr aoomL) t^jgt, 5%Pd 

-C (lOOmg) SJnifc. RffiSBH»te**JE («50psi) 
(5X50ni) TtfefrLfc. 7? 7-;k}FMj,£ 

mtivvmmzft&ix'^itfu- hitz. mm 

mm.i<$i$ltzT*. F yxxy U-ftt, JFjiU:. 
tie^ft^OJR* (i30-60%T'& -3 „ 

[0125] 

Ut53] 

\ '? ? 

H0 I. \h 



M14) )03-226680 (P2003-H(80 



'H NMR (DMSO-D 6 , 200MHz) , (ppm)11.53 (s, CODH, 
1H) ; 2.41 (t, J=7.2Hz, CH 2 CON(OH)COCH 2 , 4H) ; 1.5 
2 (m, 8H) ; 1.22 (m, H) . 



[0 126] MS (FAB, ^y-b'jV) 346 (M+l) . 

[0127] mmm^MM^. 

Hfc54] 



HO 



\\ li 



•N— (CH^-N-C— (CHj), 



-<. 



^^^•yKco^y^f-^x^r^yffi^ni; h (o. 

02mol) RVH.W - i J*+lV-\,a>- s J7\J7)\>iiy 
(O.Olmol) COtfU^y (500mL) *jR££fflT^«iW¥ 

*;PA (300mL) fcJfflSUs. ?nu*;PA?g$£7]< (3 
X50mL) N 10K*Rfc#y»>A (3X50mL) N 10%1SK 
(3X50mL) ftt^fft* (3X50mL) TiSftfU:,, 
&(fc**U l^"#l'-Mt. *-f;MfcO«aE£, 80% 
ttJ-lV (lOOmL) 4><9*&M^y-7A (1.2g; 0.021 



xA*^u-hL, w&<rffim&-fc (50mD icawu ? 

(3x50mL) -CH&ajLfc. *jS»*«pH5fcS 
ttfcU iiffi (*W0nL<O3g||t4-c) Us. *»«K»4« 

mmm^/H^m^it txwm us. mmuo--6o 

[0 128] 
Hfc5 5] 



li 



C— (CHj) 6 -C-N-(CH^ 2 -N— C— (CH^fe -C 



OH 



'H NMR (DMS0-D 6 , 200MHz) , <?( PP m)8.15 (s, 7"D- 
H, COOH, 2H) ; 3.52+3.45 ( 2s, CH 2 N, 4H) ; 3.01+2. 
93 (2s, CH 3 N, 6H) ; 2.30 (4t, CH 2 C0, 8H) ; 1.60 
(m, 8H) ; 1.32 (n, 8H) . 

[0 1 29] iH NMR (DMS0-D 6 , 200MHz) , 8 ( PP a)3.44 
O O r, 

V- (CRj) — C-NH 

HO 

6-7*5 StirVyWi (2.6g ; 0.02mol) Mfi&itrUy 
IV (2g ; O.Olmol ) <7)t° 'J i» (500mL) $gf££S 

Mx;^l/-hL, ffl«KOa»** (10ni) A^4@ 
*SJWfcL/S. JK¥f£800ag (19%) "Cfc-ofc. 
[ 0 1 3 1 ] 1 H NMR (DMS0-D 6 , 200MHz) , S( P pra)12.8 
(s, 7'O-H, cmH, 2H) ; 8.54+7.72 (2t, NH, 2 
H) ; 3.24+2.98 (2m, NHCH 2 , 4H) ; 2.20+2.03 (2m, CH 
2 C0, 4H) ; 1.50 (m, 8H) ; 1.32 (m, 4H) . 

[0i3 2]T|Wii£«Mt 

[ft5 7] 



+3.336+3.36 (3s, CH 2 N, 4H ; 2.94+2.90+2.79 (3s, CH 3 
N, 6H) ; 2.27+2.23+2.12 (3t, CH 2 C0, 8H) ; 1.46 

(m, 8H) ; 1.23 (m, 8H) . 

[0130] mvffi&ttt&ft&lk 

[■fC5 6 3 



T-Vy (2.75g;0.03mol) , h 5 yflj 

tt (2.08 ; 0.03mol) &tf#18fb& D *7A (5.50g ; 0.09 
mol) <O50%rb7t YV7?y (20mL) 4>Ofid4b 
t s Sffltiafl:TV7^n-f^ (6g ; 0.03mol) cOxh 



^ NH-CH 2 -C-CH=CH- 
yimrVUm (2.18g; O.Olmol) coig 



C-NH-C-(CHj) t 



7hHP7?y (20mL) »iS&»9>-, < DJnifc. RjSii 
«£30#^T«ff Lfc. mm£x;Wu~ h U_\ 
Sft^aE^^^y-ZP (lOOOmL) $>X*Z.7V~ (t 

fSSAfcx-r/l' (5X50mL) T8»U "Hslfc. JR 
JW44.6* (39%) 

[0133] 'H NMR (DMS0-D 6 , 200MHz) , S ( PP m)11.3 
5 (s, 7"D-K, NHOH, 1H) ; 10.35 (s, NHPh, 1H) ; 
9.19 (s, NHOH, 1H) ; 8.03 (d, J=8Hz, f U7?JU& 
Tuyy, 2H) ;7.89(d, J=8Hz, tV7 9 )\>>&7"aY 
y, 2H) ; 7.82 (d, J=7.4Hz, #)Vh7~V HTnt- 
J",2H) ; 7.34 (t, J=7.4Hz, ^^T-Uh'Tnhy, 2 
H) ;7.10(t, J=7.4Hz, /^yT—V F7°n hy, 1 
H) . 

/~~V-CH=CH-^( 
* — V NHOH 
iti-^-JU (50mL ; 81.55g ; 0.68mol ) 



(«.5))03-226680 (P20 0 3-SHS 



Th5hKP75> (20mL) fcSWU 

#y*A (1.12g;0.02mol) RX/T— V ><D50%t h ^ 

t Hn75yo^« «rc) wnife. jUGftd*^ 

* J -Mzmm U ff>5bKD75 yt'y 'J # 
W5AitiiHT«ILft. JR*I4315« (10%) V 

[ 0 1 3 5 ] 1 H NMR (DMS0-D 6 , 200MHz) , 5" (ppra)10.8 
0 (s, NHOH, 1H) ; 10.23 (s, NHPh, 1H) ; 9.09 (s, N 
HOH, 1H) ; 7.69 (d, J=7.6Hz, jj-frhT—V K7°P h 
y, 2H) ;7.64(s, 7i-l/y7nhy, 4H) ; 7.55 

(d, J=15.8Hz, PhNH0CCH=CH" , 1H) ;7.40(d, J=15.8 
Hz, H0NH0CCH=CH- , 1H) ; 7.33 (t, J=7.8Hz, XfT- 
UKTPby, 2H) ;7.06(t, J=7.2Hz, nyT-Ub 
yvb>, 1H) ; 6.89 (d, 15.8Hz, PhNH0CCH=CH" , 1 
H) ; 6.51 (d, J=15.8Hz, H0HN0CCH=CH- , 1H) . 

[Qi36] m?mm^$M£m 



% <? 

R R 
ffiU n=4, 5. 6, 7. aiffiT**. 

[0 137] MjXf-ATSV (1.4mL; l.Og ; O.Olmo 
1) . m-f$>7$y (O.Olmol) miMitfWJ H 

( 0. 005mol )WDD ^MffiT-5PtHtiff L 
ft. a^&ttsWSEfcfrofc^ >TtL&7jc (5Xl00m 

14, 60-90%T' $>-5ft„ 
[0 138] 
[ft6 0] 



F 3 C- 



»H NMR (DMS0-D 6 , 200MHz) , S ( PP m)10.23 (s, NH, 2 
H) ;7.82(d, J=9Hz, »'nfy, 4H) ; 7.60 

(d, J=9Hz, ffirDhy, 4H) ; 2.31 (t, J=7.4H 
z, CH 2 C0, 4H) ; 2.61 (n, 4H) ; 1.32 (m, 4H) . 

[0139] 

Ut6 1 ] 



>H NMR (DMS0-D 6> 200MHz) , <? ( PP m) 10. 48 (s, NH, 2 
H) ;8.18(d, J=9.2Hz, 3H66Jl7 , nhy, 4H) ; 7.81 
(d, J=9.2Hz, ^#K7°Phy, 4H) ; 2.37 (t, J=7.2 
Hz, CH 2 C0", 4H) ; 1.60 (■, 4H) ; 1.33 (>, 4H) . 
[0 140] 
[<ffc6 2] 



'c-CCH^-c^ 



'H NMR (DMS0-D 6 , 200MHz) , <? (ppra)9.91 (s, NH, 2 
H) ;7.58(d, J=8.6Hz, 3*Bj7*n hV, 4H) ;7.26 
(d, J=8.6Hz, fflrnhy, 4H) ; 3.94 (s, CH 2 C 
N, 4H) ; 2.29 (t, J=7.4Hz, afcCD", 4H) ; 1.60 (m, 



-eh*** 

4H) ; 1.31 (ra, 4H) . 



[0141] 
Hfc6 3] 



H 3 CHNOC- 



,c-(cHj) s -c^ . y==\ 



»H NMR ( DMS0-D 6 , 200MHz) , S( PP ra)10.08 (s, CONHA 
r, 2H) ; 7.79 (d, J=8.6Hz, ^fl/nhy, 4H) ; 
7.63 (d, J=8Hz, fflTDhy, 4H) ; 7.22 (s, H 3 C 
NC0-, 2H) ; 3.32 (s, CH 3 , 6H) ; 2.31 (t, J=7Hz, CH 



NH— ^ y — CONHCH3 

X-, 6H) ; 1.59 (m, 4H) ; 1.31 (a, 4H) . 
[0 142] 
Ift6 4] 



(«. 6) 503-226680 (P2003- :RB$ 



H ..^ 



»H NMR (DMS0-D 6 , 200MHz) , S (ppid)10.90 (s, 7'n- 

H, NHOH, 2H) ; 10.05 (s, NHAr, 2H) ; 8.90 (s, 7 
D-H, NHOH, 2H) ;7.68(d, J=9Hz, »'nf 
V, 4H) ;7.62(d, J=9Hz, »"nhy, 4H) ; 2. 
31 (t, J=7.2Hz, CH 2 C0", 4H) ; 1.59 (a, 4H) ; 1.30 

(m, 4H) . 

C0143] 

[■ft6 5] 



'H NMR (DMS0-D 6 , 200MHz) . (ppm) 10.06 (s, 7"n- 
H. NH, 2H) ; 8.71 (d, J=2.6Hz, ^mWiTuyy, 2 
H) ; 7.31 (d+d, BWfcrnhV, 2H) ; 2.32 (t, J= 
7.4Hz, CH 2 C0-, 4H) ; 1.59 (m, 4H) ; 1.33 (a, 4 
H) . 

[0144] 
[ft6 6 3 



»B NMR (DMS0-D 6 , 200MHz) , <5" (ppm) 12. 00 (s, 7*P- 
Y, NH, 2H) ; 7.43 (d, J=3.6Hz, %miTnh>, 2 
H) ;7.16(d, J=3.6Hz, ^#j5£7ohy, 2H) ; 2.41 

(t, J=7.2Hz, CH 2 C0NH", 4H) ; 1.58 (ra, 4H) ; 1.28 

(m, 4H) . 

[0145] fflnoaarc, lar^-awtiwu # 

[0146] 
Cft6 7] 



NH /> 



ffiU n=4 s 5, 6, 7. -$-*T*Hfe6W 
»i, #«W<rr*0, Mi, 2-. 3-, mi-isTS ;2 
-s 3-, StA-^f-^l^ry ;2-, 3-, &IX4- 
-ho ; 2-, 3-, &tf4-#/U;j?df ; 2-, 3-. 4- 
7$y#;W?-/l^;2-, 3-, B&i-X+frTSSii 
IV#—)V;2-, 3-, &t>'4-xVf-;l/7S/^;^r. 
)V ; Mt>'fc2- S 3-. h U 7/M-o^f-/K'#> 



6. 

[0 147] 
[ft6 8] 



LTV 



fflU RJi4-t Ko^^7$/#;Me:;k ; 4-p< h 
; 2-, 3-, aw-?nn ; 2-, 3 
#tf4-7;M-p ; 2-, 3-, KtM-jCf-ZUZ-, 3 
W4-^h^;2, l-V7)V*w,2, 4-^*7 
; 2, 5-^7/M-P ; 2, ; 1, 2, 

3- h U 7/ktn ; 3, 4, 5- h V 7)V*U ; 2, 3, 5, 6 
-•rh77/M-U;2, 3, 4, 5, 6-\y^7;Wot 

[0148] 
[ft6 9] 



■NH 



N C-(CH 2 ) 6 ._(f 



HS7 0] 



(ft7))03-226680 (P2003- 80 



HOHN R 

<IU n=4, 5. 6, 7. atffiT»6. 
[0 14 9] -ffiflttfrS A 

ZK^nU H (O.Olmol) £ % *«W'J>>A (1.68 
g ; 0.03mol ) t Fo*5^7 S MUNI (0.7g ; O.Olmo 
1) ftWBS^-iT^yy (O.Olmol) <D50%rb7bK 

n7?y daw.) «aw»«fcjiiifc. mtitzm 
«a»ttoaaarcf»f u mmmwcmmztcht 
•cx/^-hLfc. iwHtt^sas^^y-^ ($ 

lOOmL) +T*?y-fl:U *6*«Bv^*5">i k T« 

IV- Th5bHD77y ({5fcAf^-^3:l) T^l) 
1 0 1 5 0 ] zJISMM 

ffl^SZI^yyfvkE^-r^ (O.Olmol) . ig-ft: 

*^y^ (o.o3moi) , mmm<mm?<DKy^y (5 

OOmL) MSrSfat—ffiWL/i. mm*xJ*tfV—Y 
U *4Attfiffikimit<>#y (3x50mL) fcftgf 

U BOx/WV-hLfc. S^tf'yi^ 
y iXf/W o U K<Df h 5 b H n 7 y y ( 50ra 

D IHWSl-fi.TSy (o.oinoi) at/eyyy (i. 

6mL ; 1.6g; 0.02mol) £)rh5bKn77y (200mL) 
HWKteJnifc. RJCffl^ft *saTinffiHW¥ Us . 

hU ^vlS-^DD^A (300mL) fcJgfilU 
**AJB«tl(»6aO| (3X50mL) , 10%*Kft^U^ 
A (3X50raL) (3x50mL) TffiffrUs. 

^^^vsco^yxxf^/rs F£#ft. 

»**IMb&!/>>A (0.56g ; O.Olmol ) "fl.80% 

*«S»tfc4*4Txy<jjfi/-hLfc. S®^7K (ift20 
"L) fcHMFU 10««aT*&pH5tSffifkL3t. ViUV 
■^yW<m^JWFcJT\ H (monoacid monoamide) 

Ffc, b'U^V (o-^y^fcfindf^rsyo.Olm 
olSfcDIMOW.) +{ctJV^TSiOo-<y^b Kn 

H tig^-L. SST'-tif Lfc . 5«xy h 
U mikCDMMZtzinfaVA, (500mL) &tflO?6«|B 
(300mL) commit. »1^7j< (3X100mL) f 

waster & iX'^u^U- h Itc. ZcoWfaeMm* 
idtoQ? h 7 b K D7 y y U tfif^ y # TVktf 
9AfcMUTWILfc. *a*j3»y?y-^ (100m 
D WML, SSfiM-CfcJnifc. £JSiM£*»j± 



(*&50psI) TT^ftWUi. WHtWUcioT* 
KU WifcHWtWBafe'flriaTi/^KU- h Us. 
fflfc0»ME*"*¥ -9- y (frcx 7 'J —ft I . rS Lte . (2 

MUfA' - r h 5 b K o 7 7 > * fl! >- 'J # Y)V* 

[0151] -awfrfrac 

o-^y^bH'ndfv^TSy (1.23; O.Olmol) N ffl 

a-rsrsy (o.oimol) , ay^wyiy?o!j 

H (O.Olmol) tOby^y (500mL) MSrMflt'-M 

fpLfc. mi&xjwv—Yiiz.. &&comimmi, 

#M»T5y^#^LTV^ 0 mW<mM:*?J-)V 
*X'Xy y HkL, ^BEK^^^A-CSaiLfe. 
r^fxv s'^u- h L , EftcoSS^y ^ y-;K ftio 
OmL) HMIUfc. Z(0*?S-)VmmiZ. 5%Pd-C(10 

omg) nut. m&nmmi^ms. mo PS i) tt— 

fc. JR*(i203&»/5,35%-C»ofc. 
[0 15 2] -fiSfl^D 

byx^TSy (3mL;2.18g; 0.021. 5mol) , fflg-f 

§rsy (o.oimol) s o- (bvxj-ivyv;v) bKo 

=¥v7P7$y (1.05g N O.Olmol) , aWfflSt"*^ 
/l^yigeozig? n y F (O.Olmol) CD^nn*;i/A^ 

Sr. y^y-/p (^iomL) 

fflifcs io%^bry ; EX'7A (^lOmL) tin*.*;. 

ht^„ mfcc/mm**? y-lV (300mL) ^pX^yV 
-ftU JM^Htv^+^^ATlHlLfc. *9J-tv 
mmp s Mz± tXWk I , HftcoSSt* l> 4 TXA' 

7 y y ^ o v h /5 7 * 

[0153] 
Ift7 1 ] 



NH-C-(CHj) s - 



NHOH 



7C^«f:f-ff€ 63.62 7.63 10.60 
mm 63.58 7.59 10.48 
1 H NMR (DMS0-D 6 , 200MHz) , S (ppm) 10.31 (s, 
NHOH, 1H) ; 9.83 (s, NHPh, 1H) ; 8.64 (s, NHOH, 1 
H) ;7.57(d, J=8.2Hz, *)VhmifcTahy, 2 
H) ;7.26(t, J=8.4Hz, y^3f«^TPhy, 2H) ; 
6.99 (t, ^°7^«7'nhy, 2H) ; 2.27 (t, J=7.4H 
z, CH 2 C0NHPh, 1H) ; 1.93 (t, J=7.2Hz, CH 2 C0NH0H, 2 



(&8))03-226680 (P200 3- "98 0 



H) ; 1.52 (m, 4H) ; 1.26 (m, 4H) . 

[0 1 54] MF (Fab, ^U-feU V) 172, 204, 232, 2 
49, 265, (100%, M+l) . 

[0155] 

Ut7 2] 



NH-C-(CH2) 6 -C^ 



NHOH 



*H NMR (DMS0-D e , 200MHz) , £ (ppm)10.31 (s, NHOH, 
1H) ; 10.08 (s, NHPh, 1H) r 8.64 (s, NHOH, 1H) ; 
7.78 (d, J=7.6Hz, aWfcrnhV, 1H) ; 7.66 (t, J 
=7.4Hz, Jffi&ruyy, 1H) ; 7.48 (d, J=7.8Hz, ^ 
firnhy, 1H) ;7.29(t, J=7.4Hz, fti/Dh 
1H) ; 2.34 (t, J=7Hz, CH 2 C0NHAr, 2H) ; 1.93 

(t, J=7.4Hz, CH 2 C0NH0H, 2H) ; 1.58 (m, 4H) ; 1.27 

(m, 4H) . 

[0156] 

Ut7 3] 



NC 



•NH-C-tCH^s- 



l H NMR (DMS0-D 6 , 200MHz) , S( PP m)10.33 (s, NHOH, 
1H) ; 10.15 (s, NHAr, 1H) ; 10.09 (s, NHPh, 1H) ; 
8.66 (s, NHOH, 1H) ; 7.91 (d, J=8.6Hz, »7n 
h>, 2H) ;7.76(d, J=7.8Hz, X/UhT-V >7'uh 
>, 2H) ; 7.71 (d, J=8.6Hz, 5?#J£7°nhy, 2H) ; 
7.33 (t, J=7.6Hz, X?T-V>7uhy, 2H) ; 7.07 
(t, J=7.4Hz, JSyT-Vyynhy) ; 2.33 (t, J= 
7.5Hz, CH 2 NHAr, 2H) ; 1.93 (t, J=7.2Hz, CH 2 CNHH, 2 
H) ; 1.51 (m, 4H) ;1.28(m 4H) . 
[0159] 
Hfc7 6] 



f 



NHOH 



'H NMR (DMS0-D 6 , 200MHz) , S( PP m)10.32 (s, NHOH, 
1H) ; 10.21 (s, NHAr, 1H) ; 8.65 (s, NHOH, 1H) ; 
7.31 (d<5Dd, J=10Hz (2.2Hz) , ftSTnhy, 2 
H) ; 6.84 (tCOt, J=9.4Hz (2.4Hz) , &ffi7xih 
y, 1H) ; 2.29 (t, CH 2 CONHAr, 2H) ; 1.93 (t, J=7.2 
Hz, CH 2 C0NH0H, 2H) ; 1.51 (m, 4H) ; 1.26 (m 4 
H) . 

[0160] mm^umTmrcoit^mmi, mm 



•H NMR (DMS0-D 6 , 200MHz) , S( PP m)10.31 (s, NHOH, 
1H) ; 10.21 (s, NHPh, 1H) ; 8.65 (s, NHOH, 1H) ; 
8.09 (s, %mm?vyy, lH) ;7.77<m, ftlTn 

hy, 1H) ; 7.49(ii, imtervby, 1H) ; 2.31 

(t, J=7.2Hz, CH 2 CONHAr, 2H) ; 1.93 (t, J=7.2Hz, C 
H 2 C0NH0H, 2H) ; 1.51 (in, 4H) . 

[0 157] 

Hfc74] 

fa=v O 



\S — V ^NHOH 
'H NMR (DMS0-D 6 , 200MHz) , 5( PP m) 10.35 (s, NHAr, 
1H) ; 10.31 (s, NHOH, 1H) ; 8.63 (s, NHOH+SJSJfcr 
Ohy, 2H) ; 7.88 (d, J=8Hz, ^SflfeTDhy, 2 
H) ;7.57(t, J=8Hz, ^TnhV, 1H) ; 2.33 
(t, J=7.6Hz, CH 2 CONHAr, 2H) ; 1.93 (t, J=7.4Hz, C 
H 2 C0NH0H, 2H) ; 1.52 (a, 4H) ; 1.27 (m 4H) . 
[0 158] 
[fc7 5] 



ll 



[0161] 
[€7 7] 



\-(CH :! ) n -C s 



NHOH 

fflU n< 5. 6 S 7. m& ; Wi2-, 3-, 4-^7 

y ; 2-, 3-, Rm-^tivisT; ■, 2-. 3-, &m 

; 2-, 3- N SX/i-3tt/U^> ; 2-, 3-, 
SM-T^y^/l/iK-;!/; 2-, 3-. RM-Xi-Jl'T 

sy^;^-/P;2-, 3-, av4-^f-;wrsy^ 
/Wte^; mtia-* 3- s XW- h y^ioj-n*?- 
AT* ft. 
[0162] 
[ft7 8] 



O NHOH 
fflU Mi, 4-h KD=3fxTSy^;hK^;l/ ; 4-^ h 
df^;P^-;|, ; i-rYvYAlV ; 2-, 3-. &tf4- 
?nn ; 2-. 3-. &tf4-7;M-U ; 2-, 3- s &#4 
-.Xf-Jp ; 2-. 3-, St>*4-p< hdf ; 2, 3-^7/U 



«L9) )03-226680 (P2OO3-0« 



*o ; 2, ; 2, 5-^'7/M-D ; 2, 6-^' 

7;M"0 ; 1, 2, 3- HJ 7^3j"P ; 3, 4, 5- h U 7A- 
^-n;2, 4, 5-hU7;^n;2, 4, 
a; 2, 3, 6-M)7;M-n;2, 3, 5, 6— rhyy/U 
jTQ ; 2, 3, 4, 5, 6-^y*"7/ktO ; 2-. 3-, R 
M-7X-/1/ ; 2-, 3~, SW-^yy/^y ; 4 

[0 163] 
Hfc7 9] 



cf N NHOH 



✓7 /; 

/— 1/ N c-(CHJ,_<? 

IS g ^NHOH 

[ft8 0] 



0 N(CH 3 ) 2 

flU n=4, 5, 6, 72SttX8TS)5. : Wi**XfctX 

[0 164] (3^niJ H (o.oinol) £ s MHt 
(1.69g;0.03mol) , T~ U Vlf L < J4*4N- 

^f-;wr-uv (o.oimoi) , av^f-^rsyss 

« (0.805g;0.01raol) cO50%rb5t Ko77> (100 
raD ««BWI»fcjBifc. K^Ml«^T30#« 
Lfc. «^OD*U ( 400raL ) &tf (300mL) <7)ffl 



TABUS. lT«tl£:10%JiI? (3X100mL) . 10%7RK 
•fbfrU^.A (3Xl00mL) , Rtf* (2X100mL) T1Sfe#L 
fc. flOTMNW?^*^ AT*»U 

JiLfc. JR${i25~34%T'$>-5^. 
[0165] 
UtS 1 ] 



C— (CH^-C^ 
O N(CH 3 ) Z 

'H NHR (DMSD-D 6 , 200MHz) , S(ppm)9.82 (s, NHPh, 1 
H) ; 7.58 (d, J=7.6Hz, ^b^#^TnNy, 2 
H) ; 7.26 (t, J=7.4Hz, *?mtik7uVy, 2H) ; 
6.99 (t, J=7.4Hz, ^y^mrvhy, 1H) ; 2.85 

(d, l=28Hz, N(CH 3 ) 2 , 6H) ;2.28 (t, J=7.2Hz, CH 2 C 
0, 2H) ; 2.24 (t, J=7.4Hz, CH 2 C0, 2H) ; 1.51 (m, 4 
H) ; 1.29 (m 4H) . 

[0166] 

HC8 2] 



o 



O N(CH 3 ) 2 



>H NMR (DMS0-D 6 , 200MHz) , S(ppm)7.30 (m, C 6 H 5l 5 
H) ; 3.13 (s, H 3 CNPh, 3H) ; 2.83 (d, J=26Hz, N(C 
H 3 ) 2 , 6H) 2.17 (t, J=7.6Hz, CH 2 C0N(CH 3 ) 2 , 2H) ; 1. 
98 (t, J=7.4Hz, CH 2 CON(CH 3 )Ph, 2H) ; 1.41 (s, 4 
H) ; 1.11 (m 4H) . 

[0167] 

[SI 3 
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264 2.5 70 

278 20 B 

292 20 X5 



OBI) >03 

si (mi 
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SO 20 



250 26 



2BD 35 



CO 17 



125 30 



*1 «t») 




(£3) )03 



■ -2 2 6680 0 



26 R » 3-h>l7K>*n*4..>i, . 

27 R - 4-H/7J|/:}-a>f.fl- . 

28 K - 2-75y- 

29 E - 4-->7V;>*Jt. 

30 H = 3->ua 

31 R = 4-7f K (N 3 ) 

32 R - 2- 7/ l,^- D 

33 H - 3-7/l,*D 

34 R - 4- 7J p^ D 

35 R - 4 -"<>•»:)•*{, 

36 R ~ 4-> h+5-**ifi*. 

37 R = *-^^*T«/**#aj|, 

38 R - 2-7-17* 

39 B = 2-jrno 



(£4) )03-226680 (P20 0 3-080 



. 4. S-h>}7A-*a 
. 3. 6-KD7»ta 



R =2. 3. 4. S. f-^»: 

R = 2. S-V7H>ta 
R = 3, 5-->>7**a 
R = 2-> 



52 R «■ 3-jt)-*;, 



\lHOH 



(C5) 303-226680 (P2003-0 m 

ai csesj . 




57 R -4 (N) -tKD*J/r5y*JI/#i)P442 8 10 

58 R = i-i,7J*+fl, 402 SO 25 

59 D = 2. 4-V7il-*D 396 500 54 

60 S = 2, S-y-JPtU 396 100 21 

61 R = 3, S-'J-Jfrtv 396 125 31 

62 R = 2, 3, 6-M7;Hf-Q 432 250 28 

63 R - 2, •!, 6-M7**n 432 125 35 

64 R = 2. 3. 4. 5. 6— 1>97»,*a 504 125 13 

65 R - 4--l-n 414 25 14 



<8 6) )0 3-226680 (P20 0 3-@« 



56 o-da-tcBjJs-cH-c 27D 12JS0 



324 250 10 

338 50 ' 7 

352 100 lo 

3S6 ion 10 
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250 
264 
274 
274 



309 
322 
304 
3D3 
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[ffifBH] ¥#1 4*1 2J!19H (2 002. 1 2. 

L9) 



>-(CH 2 ) m — C— N— C— (CH2) n -cf 
X R N 



lV*)Vttism, TlV*)VT$.Jm, ! JT)V*tlVT$/ 
•3, B.^«*»0~8<0fflRTft6. 

[ w*s 2 ] mm i i=Ettofl:6«rc& -jt. x, 
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,C-(CH 2 ) m — C— N-(CH2) n -N C— (CH2) 0 -C^ 

Rl R 2 Y 



)v*)Vttism, 7>v*}VT$jm. vtjwvts.; 

& 7V-)U7$Jm. 7l\s*)VTV-)V7$Jm. 7 
/^/W^TSy*. 7U-;^i-TSyS, 7^ 

frttd,mmzm%*) , E.ob Fn^ i^S. 7S/S 
tt<(ihh"n^v-7Sy«. «t^L<ii#Bi«7 

», 7U~;U7Sya, 7;l^^7U-;tx75y*, 7 

w;WJ/75y« N 7y-;^^75y* s nv 
*m*i,T)v*)V7 s ya, 4*^7 y -/m-* ^7 



&4*>*fcw»5r<), E.i3K«tfo-8commx'h&, 
mm4 3 mm 3 umnfci&rcg, ot , x£ 

[IHBC6] TEflBt**«fta*. 
Hfc3] 



-(CH 2 ), 



l m l\l C \ — C — N 1 

Ri X=/ R 2 



(CH 2 ) n - 



hh'ndf^a, K» t L < {2#at<97;l^;L*, 7 

y-m Tvwwkt^i-*. *fctt7y-^t^s^i 

[ft4 3 



NH-C— (CH2) n -C^° 



*»*fcfcMBEte*4r>>, Sob Fn^/Wk 75/* 
kL<f±bFn=^7S/a, fflftfc l,<i#Hilta7 
/l^/M^HG, 7A-Sf^7Sy*, ^*7;H^7$/ 
7 'J -^7 5/36, 7/1^/1/7* 'J -/P7S /IS . 7 

jWf;kfr*s/75-/afc 7y-;p^v-75ya, 7^ 
i<>7)v$;)V7 s y a . 4 Jt{47 y w ^7 



-80S 



[M*R8] B«fl7teB»Ofl:-6*T*-9T. Xfc 
[-ft 5 3 



x /C-(CH 2 ) m -C-N-^J^-^-c--(CH 2 ) n -C^ 



zzx\ x#ttfYm*«ttmiL£s mmzmtx-hz 

frJfcfcfcMBSfcJWr!), J&obFn^;«, 75/S 
fcUtttKn^TS/*. aStfcL<J±#SBa*)7 

7V->v7$;m. 7)V*iv7V~)V7$ym. 7 
)V*)V%*i/7$.jm, 7y-;^df>-7sya, 7^ 

/kt* ^7/Mf ^7 5 J 4 tz\i7 'J 5/7 
bKn^f^ua, WiL<(i#im«07;^;« % 7 



T*0 ; m«J:VnO**fcabtfc s ttEfeHltT*« 

mm 1 0 : TEaiatiwftft-Mii. 

Hk6 3 

B f H3 ? H3 f? 

X-C— CH-(CH 2 ) n — CH-C-Y 

££-C. XtiJ:VYO**l4ilui(c, «2fcHfCft* 
a»*fcfcttaEfcJWr9. Ji.ohHD^5/^at, 7S/S 
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